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DECLARATION I INDFF 37 CFR <mnr n R . JORnF B „„ A 
I, Dr. Jorge R. Vila, do hereby declare: 

1 • A true and correct copy of my Curriculum Vitae is attached as Exhibit 1 . 

«P» > 2 ' . ' eSt metH ° dS USi " 9 qUieSCen ' hUma " Peripheral blood Vmphocyte 

PBL, cens as outlined in Malley et a,., Proc. Natl. Acad. Sci. USA 91:11017 (1994) * 

denting synergistic effect of hydroxyurea and 3,dideoxy,nosine ( dd,„, of which 
am the last-named author afe fcy ^ 

immunodeficiency vjrus (H1V) ^ ^ provjding a reasonab|e basfe ^ a «m« 
he active agent under investigation win have utility for inhibiting replication of the virus 
n human cells „ wVo, because the combination of hydroxyurea and dd, is effective /„ 
wvo and predictive from the in vil ro tests using q uiescen, human PBL cel s as 
demons rated by human clinical trials, per Vila e, a.., Lance, 350:635 ,1997, of which ^ 
am the first-named author. Additional the tes, methods using J a!ed Lln Z ^ 
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cells as outlined in Gao et al., Proc. Natl. Acad. Sol. USA 90:8925 (1893) and Lori et al 
Scence 266:801 (1994) (identifying synergistic effect of hydroxyurea and ddl) are a,so' 
accepted by those skiiled in the anti-HIV art as providing a reasonable basis for a 
conclusion that the active agent under investigation wi,l have utility for inhibiting 
replrcation of the virus in human ce,,s /„ vivo, because the combination of hydroxyurea 
and dd ,s effective /„ vivo and predictive from the /„ vitro tes ,s using activated human 
Ce " S ' 35 demonstra ^ ^ human clinical trials, per Vila et a,., above. Although the 
test methods using quiescent human PBL cells may provide a better basis for a 
conclusron that the active agent under investigation will have utility for inhibiting 
repNcation of the virus in human cells in vivo (because viral DNA synthesis is known to 
take place in quiescent cells), the test methods using activated human PBL cells 
provide a reasonable basis for this conclusion (because a conclusion as to whether the 
combination would be effective /„ vivo was predictive from the /„ vitro tests) and a 
conclusion as to whether a specific anti-viral compound will in fact be effective in vivo is 
reasonably predictive from the in vitro tests using activated human PBL cells. 

3. In view of the combination of hydroxyurea, a ribonucleotide reductase 
.nh,b,.o, and dd,, a nudeoside reverse transcriptase inhibitor (NRTI), i, is obvious tha, 
h,s pnnc pie should be viable for the combination of other NRTIs and that any modality 
ma. would deplete the intracellular poo, o, deoxyribonucleotide phosphates cou,d 
substitute for hydroxyurea. 
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4. I declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful, false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code and that such willful, false 
statements may jeopardize the validity of the application or patent issuing therefrom. 

Respectfully submitted, 



Dated: VT^r**^ 2l' , ?qq7 
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CURRICULUM VITAF. 



Vila Jorge R. 

Ne le 3 Juin 1955 a Santa Fe Argentine. 
Nationality Argentine 

Marie, trois enfant : Berenice, M. (14/01/77) 

Esteban, J. (6/10/79) 

Pablo, S. (19/01/80) 

14, Cote Carmagnac 69540 Irigny 

Tel : 78.53.21.47. 

Grades universitaires : 

Diplome de Medecin-Chirurgien, 
Universite Nationale de Cordoba, Argentine 
19/12/1978, moyenne : 9,31/10 

POSTES HOSPITALIERS, UNIVEKS T TAIRES ET DE RECHERCFTR : 

Medecin Resident (service de chirurgie) l'Hopital Aeronautique de 
Cordoba (Argentine), du 14/05/1979 au 31/03/1982. 

Medecin Resident agrege au Service de Cancerologie Clinique de 
l'Hopital Aeronautique de Cordoba (Argentine), du 1/05/1979 au 31/03/1982. 

Chef des Medecin Resident de l'Hdpital Aeronautique de Cordoba 
(Argentine), du 1/03/1982 au 29/12/1982. 

Medecin Resident Etranger au Centre Leon Berard (Lyon France) 
Service d'Oncologie Clinique du 1/02/1983 au 31/12/1984. 

Attache de Recherche au Centre Leon Berard (Lyon France) : 
Laboratoire d'Immunologie et de Cancerologie Experimentale, INSERM u. 218 
depuisle 1/01/1985 

Responsable du groupe "Pharmacologic Moleculaire et Cellulaire des 
substances antitumorales", Laboratoire d'Immunologie et de Cancerologie 
Experimentale du Centre Leon Berard (Lyon France) depuis le 1/01/1989 



Brevets 



- 1. European Patent n° 87401398-0. Branch at the Hague, Netherlands, 
21/07/1987. Medicament et composition m^dicamenteuse pour le traitement des 
tumeurs ainsi que pour le traitement des maladies infectieuses dues au virus. 
J.R. Vila, n. thomasset, A. Epstein, f. wild, & j-f. dore. 

- 2. European Patent n° 87401399-8. Branch at the Hague, Netherlands, 
3/08/1987. Medicament pour le traitement des maladies infectieuses dues au 
virus, ainsi que pour le traitement des tumeurs. J.R. VILA, N. THOMASSET, 
A. Epstein, & F. Wild 

- 3. French patent 8905744, (depose le 28/04/1989) : D-aspartique acide fi- 
hydroxamate en tant que medicament. J.R. VILA, N. THOMASSET, F. HAMEDI- 
SANGSARI, J. GRANGE. Demande d'extension internationale : PCT-FR 90/00307 
(deposee le 27/04/1990) 
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DECLARATION UNDER 37 CFR 1.132 OF NANCY W. VENSKQ 
I, Nancy W. Vensko, do hereby declare: 



1. Dr. Jorge R. Vila, who made a Declaration under 37 CFR 1.132 in these 
proceedings, has a financial interest in the above-identified application. 



Respectfully submitted, 

KNOBBE, MARTENS, OLSON & BEAR, LLP 



Dated: 




By: 
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